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mm<D&m isty^nf7-^BssP5 

2 ] K#f#-£ 1 1 -6 9 3 Ic^i-^aSB^J, 

BE#J„ 

[»#«3] 5£ff#-&4©7$ 7»##1~2 3 1 IC^-TT^ ^^2 3 1 

-^ i~2 3 i izm-tr-i jmmmziQ^x 1 ^KtiMffly? jm&K&:. n 
!Ji%L<H:#fln3*ifc7$ /M2#jfr!b&u, froK#j#HM0>7$ 7 1 

[»#3S4 ] 3 1 3 2-8 2 4 iCjg**- &3£BB#L SB#J 

;i#fi~2 3 i tc^-rr^ y 

[»#«5] bj#f#-£4©7$ 33 — i ic^-rr^ yass 3 

#-3 3 1 {Cj*-f 7^ /MB^RC^T lfcU<tt«ra©TSyBft#fc$c, 

-33 — i Kijk-tT^ JMmm*m^&*yrtv^m^v> l \£.'Ri£M-tz>zy 

1 tfJSE4#¥ 11-3089684 



/jf 5j2 10 — 34 7806 



[if ^ 6 ] BB#f#-f 3 3 3—13 1 tCas-T 

#4 ©7^ y 3 3 — i izTF-tT $ jmmw*^- F-r&i&mm&L * 
fritz ft *>izmm&&i&&mmnx h y >$>x> h^ftw>f^'J xb 

[»#«7] BB^ll##4(DT^ 3 3 — 2 3 1 IC^T^ ^ ^2 

33-231 izjjk-?T$ jm&mz&^T 1 =bL<ii^©r^ 

*£c, fUtK «#dD$tifcT^ ./$E®e#Ifr£&*K ^oSB^J##4 ©T^ / 

33-231 tc^-rr^ y^SH^j^^-r-s^^^^^iii^^cDttM^^ 

[» 8 ] 6H^J## 3 3 3 — 8 2 4 KLas-nSMEEJ, @2#I# 

#4 <DT $ J 3 3 — 2 3 1 7 ^ ^ £ 3 - K-TS&MBflU 

^felirti^tc^M^^i&SBB^Ji:^ h U > $/*x > h&##TTV\-f *V X 
U frofE#!#-5§-4CD7S 3 3 — 2 3 1 IC^T ^ ^SB^J^^'tS 

# > ;\° * ft i: RHS OftSC £ "T £ # > ^° ? II £ n - K £ %£5!£f . 

[iMio] bb*!!##3 iz^^.mm^u £t~i*. ztuzmw^i^^^ 

[iMH] W*^2. 4. 6. 8- 1 OOV^tlfr 1 OlCfa«tf>&S 
BBfll Sr^t* 3 i: IK £ * £ ^ * * - . 

[i^5l2] ff#^2, 4. 6. 8- 1 OCDV^tl** 1 •Z>lzmM<D&^ 

2 ffiiE#¥ 11-3089684 
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«&bfc*Wlfc«:*&§IU jg££*i£:hB S S P 5 ZMlfrt Z> Z. 2> $ 

[ff#^14] «#^4> 6, 8 1 0 CDV*-f*l#* 1 ofa«©^*IB 

14S*lfemB S S P 5 

[ff#5U 6] B S S P 5*^©*8^i'<n/&3£ffc£i£fc h 9 
[f»*£l 7] B S S P 55frfc^#B S S P 5 £3- F^TS cDNA, 4* 

[lt#^l 9] mB S S P 5»^C?)^tgS:^$-&fe^ V *Ttf b^tf 
[^^2 0] ff^l. 3, 5£kfcfc7m^*l;frlOlClB*<£>#>^ 

fMK 3, 5 £fc&7©V^*ifr 1 o&CfE^tf># >>^St 

[»#3S2 3] IMK 3, 5££te:7m^*i;frioi;:ia«tf>#>A 

3 miE^^ 1 1-3089684 
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ftifOhB S S P5=fcl<l«0^§:iStSm 

n-^-^flcsfcttsKy ^□-^^m^tcMbT, mmith. b s s p 5 

©hBSSP 5%b<l«©Wtf fc&»^»ic£j£3l3\ ^t#i:SJC5L/fc#»ffc 
hBSSP 5©i*&ttft«fOhB S SP 5 tb<li-e©ilji'©i$:tait^ 
sffc#rfi©hB S S P 5% L< tt*©m#&$Mjrr*:fri£. 

[1^2 6] tfeflt3t»«#?S[-e*6, H#^2 3~2 5©V%*f*l*M oJCffi 

Sfl£^2 7fa«©V-^7- 0 

ffe£©OTTtC#V*S3f:fc^2 7g3*<Z) > 7-^-o 

[o o o 1 3 

ThBSSPSj fcjctf r m BSSP5j ilffcU ESU L & V^-& 

«#tc rsssP5j tts. )si<y i/*-*- K. -e*ie>©ffip?fls. 

4 mSE4t¥ 1 1-3089684 
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5fc<J:tfmB S SP 5^>/^I*e>m:hBS SP 5feit?mB SSP5/K'J 

o 

[0 0 0 2] 
[0 0 0 3] 

0 8R« tf> * > ^ R JC » b T * * & ^ a -fe y S/ > *) tl, ?SffiS * > ^ 

mi 5 — 6 0«SflE©T^ y»3S»3^e>«S^»lcB5^"rs^^K 

:*-/!/) &fsfttfc*?£ffififffi#3! (^ntiO £LT0j^ftft©y^y-AJtT^$; 

N5fc®ifi<fcfcm3£tt7S 7»«3£&^LTV^. #»$/$f-*-/W*5/^-*- 

[0 0 0 4] 

5 mffi#^ 1 1-3089684 
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3 0, 0 0 0jetT©»£##v* o v>jfatt»B • • M^nr 

[0 0 0 5] 

7>fY-l:fflV^cPCRICj: *)&<<DmM-7Vrr-Wc DN A£J:tf7^ / 
MB#J#&^£*lTV^-5„ Zl©^^tCj:y, Yamamurae> (Yamamura, Y. et al. 
; Biochem. Biophys. Res. Commun. , 239, 386, 1997) , Gschwend£> (Gschwend 
, T. P. et al. ; Mol. Cell. Neurosci., 9, 207, 1997) , ChenP, (Chen, Z-L 
. et al. ; J. Neurosci., 15, 5088, 1995) £ J: U tj etf>ffi<E>#ffc<D#f2S##§T 

#g§¥9 - 1 4 9 7 9 0#©SH^'J##3 fCl±ff^-fe V >^n-rT-if (Neuros 
in) ^{HzKcStlTi? y , NeurosinliBiochimica et Biophysica Acta, 1350 

, n-14, i997ic=fc>$6^$;ftTv^ 0 ztitc «fc y ir y >^n^T--eite^S:flS 

[0 0 0 6] 

-->^lC^L^o t hif^i2 y ^^nxT-lf (h B S S.P 5) 

7$;i23 iffl3^e>j«y, v^^gf^-fey >yn^7--e (mBssps) © 

t&fSELfco ^lS©t y >^nfT-€©75 -/BftSI^a* tctt, -fey 

6 ffiliE^^ 11-3089684 
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> r^—y (a) , vv^y (c) , (g) . (t) co^-ft^t^ 

1S^(^mtn%^>Z.}L^r^ 7$ JWmW\Z. : &WZ> TXaaj it. 2 01©^ 

So 

[0 0 0 7] 

• v hMffia>m&. h B S S P 5 \ZBmT*ftm*Bl^ mBSSP 

5izmmT*mm-&m&>*>ti& B RT-pcRMtir&m&iz&^^Tte. hBssp 
5 itm^(bm> £ j: &j& A<D&&x*mmtfm& e> *u m b s s p 5 

-feu >-7u-rT-i£<Dmwm*. Tjiy;\j^-m. ta,^a,. ^ 

iu&JU A3 AS S: £ & i: "T £ #&g|*<Z> t&« £ <fc t>*? K: Jg v ^ s - £. jtfi 
[0 0 0 8] 

AD<D9&}%mffilZ^B. DSM-IIIRfe j;t>*NINCDS-ADRDA©^©T^^ (Mckhann, G 
. et al. ; Neurology, 34 , 939, 1994) DSM-IV(Z)^$T*^ (American 

Psychiatric Association ; Diagnostic and statistical manuals of mental d 
isorders, 4th ed, Washington DC, American Psychiatric Association, 1994 

1 ffiSE#¥ 11-3089684 
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[0 0 0 9] 

z&oiztev. PEnsPECTam *m&!R<Dmmm*s<Dtt$km& 

, ct - mr i mm&m&H^^ftT^^-bK mcomM^'PVL^o&MffiMi* 
TKvs\>(-?-mmmzmm&3T:iz& < , mmmit^mumzmnt^ z. n t>m 

© £ SB «> & % -r S „ 
[0 0 10] 

, i) ADfemn<D&mm&%}$kmfei>'*T<u. 2) AD<z)0ms^2:^i^-rj^ 
mumxngk. a po E^j:^ffe0ADgi^ii^^s>s^^^^«#e> 

[0 0 1 1 ] 

8 HiiIE43¥ 11-3089684 
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x&zmmiz. mzm&ffijjtf&z>frt>x&z> B mj&mmmffitffrftizfctfziz 
*&mmisX^fcmffi£<Dmmz:*pz>&>x, ^mm^^mn, m<omm 
<Dtp*m y fatt v<izv y/^izmmL. mmm ^(Dftgimzm-txMmm 
tcA*j, tfHDifz-frxmm&frbmx. mv^mm^x^v. mffiLtevtux 

y?*ZftM?Z*y^?ftMBmiz{k&TZ£3*Z_*>ftX^2>o 

[0 0 12] 

V h U v VXZftM-fZmmt hX^iZ^m^U^y-^ (Rha, S. Y. et al 
. ; Breast Cancer Research Treatment, 43, 175, 1997) t,-^V>~fU-y L 7 — 

znbte&mLxn^-fy^ ^ :/n**^->cftj:e>& 

€©tft'7 h y v ? xoftMizm^ z&v) £hx . y u ^■■r-^m-^^T.^ j 

-fyYZT^-%- (u-pa) #s&& 0 u- p Ateftys'StfrMmm&foiz 

*ica*»c#fiu m^m»&£zf&m®&&£<Dmm<Dnmm%i>mzwm?'z> 

9 ^ - if ^ tl T V * 5 0 

[0013] 

T%J5f0^i)S^^-^i^^^s^^c#M'[i^v^T;^^Tm^^>A^' (afp 

9 &IiE4f ^ 1 1-3089684 



10—347806 



) (Taketa, K. et al. ; Tumour Biol., 9, 110, 1988) <fc tfSS&jr'Sffi # >^ 

tffim (CEA) &m#*T*Jt£<frJM£*iTv^o H3«v-;*j-(M^<£ 

MT'MUV^t'J >^nf7-t*T'fe5t hB&ijV tls^y (hK2 
) tefrn£ffi9g©V-;*j-£ LT^MT*&&3£#$g££;riT^£ 0 S: fc. hK2 
l±toi£j^#M6«Jtn:M (PSA) ©BH^Jil 7 8%©ffi|eIffi$:^LTfey, P S A=b 
l^^5i^C^>^b^6?J■^-*-i:bTJE£<^M$4^TV^S (Mikolajczyk, S. D. e 
t al. ; Prostate, 34, 44, 1998. Pannek, J. et al. ; Oncology, 11, 1273, 
1997. Chu, T. M. et al. ; Tumour Biology, 18, 123, 1997. Hsieh, M. et al 
. ; Cancer Res., 57, 2651, 1997) 0 
[0 0 14] 

fevNT. Tfrv;\>c?r-m (ad) „ ta,^a,. tssitmrniz 

[0 0 1 5] 

^mo>—D^>mm\t&mmmzm^E.^ u >^n^r--fe*h b s s 

p 5£j:tfmB s s p 5 r ^ ; wmmi& ^nmr ^ j mem*. =3- F-tz&mm 

hBSSP5 (fB#I1£-if 2 . 7^ ;m%f%l~2 3 1)) TJW.7 % J WJSffl 
«:3-K-rs*»Ba^J (BB#f##l, 1 ~ 6 9 3 ) T'&5„ mM 

1 0 ffifEf^ 1 1-3089684 
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[0 0 16] 

BSSP5 (BB#J#-^4, y^##l~2 3 1) ) J: tf^T ^ 7 $?gH#J£ 
3- R-T5i&g@E#l (IB#J##3, H#^132~824) T*&5„ U 

@8#I£:3- Ft" £^^BB#J*rg- tfo £ biz ZL ft £><DT 5. /^Se^U^t" £ # 
[0 0 17] 

*$&m<?)m<z>mmiz. ib#j##4 ©y ^ 33 — 1 tc^-rr ^ 
s-^3, 33-13D ffeSo mm.mzWiimmzM&'t&T^ ;mmw 
ic ti <d r $ j mmm & m -t & * > * z tt . 

[0 0 18] 

©N*S8fl»C, BJ?'J#^4 JCaKi"- 3 3 1&1*<D'3 3M<DY* JWUfititiatS 

7$ jm.2. 6 4flfr&/**y$ yiftSi#f (ttf«#S!mB S S P 5 (SB#f# 
#4, 75;»#t-.3 3 — 2 3 1) ) fcitfStr S yift&n- K-T&i&MBTU 
(IB^J##3, &g«3 3-8 2 4) T-&3„ HK«r»CfB^J#^4 K:^ 

1 1 m$E4#¥ 11-3089684 
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*WmmiZjS^T. #SEL&£PSU, BSSP5, hBSSP5, mBSS 
[0 0 1 9] 

XftWOhB S S P 5tl<limB S S P 5 £zi- <2>^@H^J«. 
>^?#l£$l!^LT^£Mfr£>mRN A£f§§gLT, ^&lC«k »J 1*|DN AtC 
^SlbT^ez: mRN A&mWllZittfr — V>4 V + *i/7% - V 

• i&itiJJl'isy (Chirwin, et al., Biochemistry, 18, 5294, 1979) ^£ 
m^Z>Z.£tfT*£Z B £RN Afr£><7);J<y (A) +RNA©ilWJdf (dT 

f#e>*lfcRNA£g§MtCLT, 3' ^SBJC^fSsKU (A) fcCffiWttfc*-y 
(dT) £fcte^>**A:7^-rv-&£V*tehB S S P 5tl<ttmB S S P 

d©^(CLT#e>^lfcmRNA{C^1i«J^DNA=fe;L< it 
cDNA^P,i5A^fyiJ>yF©mRNAi^ W*.tf>f --. =3 U (E. coli) 
RNase H. 3 U DNA/KU :7 — if 1, -f-. n'J DNA'J^f- 

So 

[0 0 2 0] 

hBSSP 5fcL< J£mB S S P 5 *te^-i&*@E?U £ =fo £ lZ<&f& Lfr?^ >f v 
-£M^T, h B S S P 5 U < limB S S P 5$&mMMtf U (A) +RNAI: 

CRlCi P>t\ h B S S P 5 t>U< SmB S S P 5 fi^^-^SMBJU £ £ 
-zT^m * £j*U iigcDNA7^7*7'J-$:^i"J-z>^U @lfr£-r 

1 2 1 1-3089684 
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T*§5„ ^^©Ste^te. «Atf*^*>f ^ **>f Y&l (Mattencci, M. D. et 
al., J. Am. Chem. Soc., 130, 3185, 1981) #©$^ffc^-£/&£M V^it&fC 

«e o t m m. -r & r £ % & D 

[0 0 2 1] 

«4 ©V>i 2 ti^fC^$4x^>T$ ^@B#!£=r- Kfsai^S: AXfi&tC&SS 

<&4 iC^-Th B S S P 5=fob<temB S S P Sti&&M2 yrt9 9t<DN$i9B7 $ 
[0 0 2 2] 

[0 0 2 3] 

, «^«f»Jffl^*«±©3 K>«««a[S:#jKLTfl!ti6fCfl!V^)g7»S* (Gran 
tham, R. et al., Nucleic Acids Res., 9, r43, 1981) „ ^ot, 3 K>©» 

fi & #jr u r &£sb?u & arjt*3E b & %» <d * fc ^ ©atsE^i c -g- * *i -5 . 

1 3 ffiffiE#¥ 1 1-3089684 



10 — 347806 

(Mark, D. F. et al., Proc. Natl. Acad. Sci. USA., 81, 5662, 1984) 
mzfe o Tf? O Z. tL tfT'g Z> „ 
[0 0 24] 

- K£;ft£#>/\ 0 ?»tf#l8f9!tC<i:3 h B S S P 5 L< fimB S S P 5 fcHN$ 

hfc^#TT*#5£@B#Kc/\>f :/y *V Xt Slt^T't^JIt #^gB 

mtZl5tt&XhV>p3L>h1ii3kft£.i* % WjLl* % 5XSSC. 5%^>A-h 
«tt (0. 1 % B S A, 0. 1 % F i c o 1 1 4 0 0, 0. 1 % P V P) , 
0. 5% SDSfcJ:^20Ag/nil tttt^rf ? D N A 
. 3 7"CtCT — >3c^lK- h U OWT'ISCTO. 1% SDSM2X 

o 

[0 0 2 5] 

@s^i##i &L<it3<D^irnfrizmm,<?)m.mmmzm'3^T. hBssps 

^KttmB S S P Sit^^^m-rS^^xD^n-^Srlg^-r^ - £tf-V%Z> 
o $>£^&, 3tie>0igSiB^JS:^t?DN A^RN A *l*£W& Zt-ltoa)'?^ 4 T 

m\z\* 15 — 5 OJ^SOS$ t-tz><DtfM£ L <, yn-^icfUM-TS^-U 

[0 0 2 6] 

$ e>lC, ^^A*ffi«-r^> h B S S P 5 t>L <temB S S P 50cDNAjgl 

1 4 ffiSE4t¥ 1 1-3089684 
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&4#g§¥6- 1 8 1 7 6 7^ J. Immunol., 155, 2477, 1995. Proc. Natl. Ac 
ad. Sci, USA., 92, 3561, 1995) h mmOtt&'V Z. *l £ <D$WM*l!c<Z>Ifc## 

[0 0 2 7] 
[0 0 2 8] 

Invitrogen»pBAD/His, pRSE 
T A, p c D N A 2 . 1. pTrcHis2A, pYES2, pBlueBac 
4. 5. p c D N A 3 . 1. pSecTag2, No va genftlffipET, 
pBAC, P r o me g a?±^<© p G EM. St r at a genetiffipB 1 
uescript IIt>L<fcJ:Farmacia *±$g£> pGEX, pUCl 8/ 
19, pFastBACl (G I B C Ofr$g) $ 2/ M MZZ&m b 

I-TOPO^^t-, iSlilfttCA^L^^^**-, M1« P S 

e c T a g 2 A^# pSe cTag2B'<H- (Invitrogen 

W©J«3»#*fcJ±?gttM*>^^ll€:3- K t S tiffin 5:Jf At § 3 i: ^ t- 1 

1 5 mSE#^ 11-3089684 



1 0-347806 



. 7^ ;®EIB#JA sp - Asp-Asp - A sp-LysS:zi- K^T -5*^*12^1 
[0 0 2 9] 

*bb#i & nm^sm K&n-t & m^mmmm * z> 0 *mmm iz as w & jgsus 
j\^*)L< iz*^ nm&<Dm8&-tfmifbfr2> 0 mah choie cos 

BHKiffljlg, VeroMfo. *zc.n-~?MM. H E K 2 9 3 MBtlU HeL 
a*fflflg, JurkatlE V^^L$ffl^ V^^C12 7»Jg, 7-?^FM3 
AiE V?X8B*IMHJ8S, 3fsfc#*Hfl&, S2, Sf9, Sf 2 1, H 

i g h Five™ (&*mmmm*ifiib&. *wmmz-&v&u£.®in*. 

[0 0 3 0] 

is^c^m\zm^^^^m^MLx^m^r^^yn^nx^>^ 0 # 
mmwizisv A? gum. gftxyrtpnz^-F-t&mmmp}* 
xmrnoft^? * -izM&&. &mtstifcmmz.Mi<et*yA>7Mfrt>mm*y 

1 6 ffiSE4f ¥ 1 1-3089684 



10—347806 



[0 0 3 1] 

£3*lfchB S S P5tfclimB S S P5^t§, hBSS P5^fcttmB 
[0 0 3 2] 

g£M £ i*T v * & v *»*©fiH£ £ irbgef -5 ^© g ic «fc V ft o r £ #t* 

[0 0 3 3] 

hBSSP5tt< temB S S P 5 it Is XftS* 

£ h*&*JCW"*-«. 3 31% hBSSP5%K(j:mB 

S S P 5itfe^-£:k}:, hBSSP 5 t> b<limB SSP5&H- Fi" £ c DN A 
, $V2»DNA&*W±-£tfDNA&-£tf. *fe, MB3-<DftmiZiZ&lf£mW. 
(D^-rth(0^7-v ^*^„ #3fcP>BlC<I:£ h^>^S?3c — y bflfrfttt 
, hB S S P 5%L<(imB S S P 5 <Dft|B%S W*&^Mffi<Z>0F& hBSS 
P5^L/<ttmBSSP S^BB-^-rs^^StlS^Jft©^*— XAjSfW. Em 

1 7 ffiSE#¥ 11-3089684 
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[0 0 3 4] 

h ^ y * *? oi - y ? mm t\*mm\z itm^mm^z & y , ^a^^^ jb 

*ffifl&lcA^6$lc#A3*i£Ifr4^<£>z:£: fcvn^ j£ft&cte7>-^-fe RN A £M 
MDNA £#A L fl#»^©«JJBK:^*ate^*«^3fe LtiM 

^timm<Dmm\zm-t^o *mmizj5vz>h^>*y^-v?mmt, hBss 

P 5%L<JimB S SP 5©tMB&Sv>tt&^BM&<Z>#F3& Mc £ ^Tfgsg L 
[0 0 3 5] 

#ffFfSS4 8 7 3 1 9 1^), ESMflS (E Sffljfc) fc^M"** 

»fi : ?-fc*A'#-*»te : fJfiJfea.8s-e*& (M. Lavitranoet Cell, 57, 717, 
1989) „ &«V\fctrt£7-y $"77 — VP ICOcre/loxPy 3>lf^--if^ 
•^i^y ^d^W "feX • -fe l/lf t/7x (Saccharomyces cerevisiae) ©FLP'Jn 
>fc^- if^lC J;£ i n v i v o Cfctt5^m#||l$»te^I&;L V>£ 

<Db^yxV-y$:mA-t2>^8z*jm&t<ftT\,^Z> 0 
[0 0 3 6] 

1 8 ffiffi#¥ 11-3089684 
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*? - y <d zi \* - m*>m&&± om a®>& \z * »; $ n & h ^ y * ^ ^ - *, >? m 
m-t&mmt itit swipes -7** (5~6iaffo , £BE««r^;*, & 

[0 0 3 7] 

<%> (fei&Mm^vx^) zmML. — mzMvxffii o~ i sm^w-t^. -e 

<Z)gL m&Vt^VxlZb^yxV-ytfmAZtiT^Zfr^fr*^ M©ft3» 
^f>^;ADNAS:ttffiL, iMf p c R£uc <fc *; h^yxP-y* 

[0 0 3 8] 

y VT*7 mBSSP 5a^©aig^fctl-5i;e»iC 

£^-£®[^U ^fg£:K^$i*£ h^>XS/x^y ?v>i7;*$:V%?o E S?fflJ^£ 

1 9 miE#¥ 1 1-3089684 
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^E»§ iCitfcT- £ ^ L fcEtt^J^ 5:SAlt, JEtt^M E&3fc® *fflfl£ £ B EfJ 
J£A-t tf>^¥if f FlCft^' V ^ {MSl?^ £ *i S fS#: £ V * 3 ) £ jEffr^ ? * £ £ 

S^tt^ * x tfftm r* £ & . 

[0 0 3 9] 

lMi:«PCR5:«ffltS3i:^t5. # A*^® - gp £ # A # JHit $ *i £ 

Z.£tfX£Z> 0 

[0 04 0] 

h B S S P 5=fe)L< IZmB S S P 5 

o #i&^©jft#:t;:j±0!j;U£. @2#!##2%L<&4m^*i7WcfiB^<z>7^y®e 

@H^J^Wt-S^>A^K*fe«^(D^lCMi-<g>^^*tl-5c hBSSP5 
^KiimB S S P 5 $Lfcte?:<DmmzM?2>in.& (MA^'J^n-t;« 
. =E ; * u — ^;1/£t;#. i-f* KtftflO *fcttjftifo3f *^0hBSSP5 

[0 04 1] 

M©hB S S P 5tl<ttmB S S P 5 * tc\X^(D^\%, &#tC J: »J Jfi 

2 0 mtl^^ 1 1-3089684 



1 0—347806 



?-tf-3f, -f*. fc:yS/\ -Y^ — T7hy^*«#tf 

r £J:tfs D&^y "7?;UCteB A L B/ c, C57BL/6 
[0 0 4 2] 

Hi £ & y > & u ^tibiz^snz ffifom*kmm & ^rmmmm t. 

Miff #©mfM<£>$I/£&, «;U*tMB©«8iHfchB S S P 5tfeiimB 

s s p 6 tMit^sf&stfci, ffimziig&Lfcmmm&fe&itmfe-tzz. 

^ (Nature, 256, 495, 1975) ->$>^:<D^& (J. Immunol. Method, 39, 285, 198 
0, Eur. J. Biochem., 118, 437, 1981, Nature, 285, 446, 1980) \Z$£\,\MM 
M&femfflt LTlttfV ^Ul/>7'V n-JV (PEG) **>f ? >f 

)V*tgtfm\f L<&PEG#/Bvxe>*i£ 0 £ £Cfi&^&sps£^#) 

Sfe«>JC,. m&UZT-y. /KU-L-'J^>t)b<liDMSO^W53fc^ 

[0 04 3] 

tlilfflii: LTttM^tf X - 6 3 A g 8, NS-1, P3U1, SP2/0 
, AP- l*gi$mifbtl2>1)\ #£L<&SP2/0#;BV>P>*l£> o 

m#:^iwj8s mmmrn) mt^mmmmmiKD^^L^miti 20-20 

: l-e&y, PEG (^ib<ttPEG 1 0 0 0~PEG6 0 0 0) &10~8 
0%g^©a^T*^Db> 2 0 — 40 t\ L<& 30 — 37 °CT* 1-1 0^ 
f|-f>^ra/<- h-TSril^J: < mti£l&& & &M"1* % & . Uh B S S P 

5 tKttmB S S P 5 J/tftjg^/W^U F- 70^ ? y - -y >?\z\$m* <DJ5 
tS^ft/Bft*^, hBSSP5t)KttmBSSP5^^iltifc 

2 1 ffiSE#¥ 11-3089684 
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*fcttyDf>f >A$:inA, @fflJC*§£L.fc#i;hB S S P 5%L-<ttm 

B s s P 5 5ift$:Mtsm ^M^o^j >3t#*fctt:7n^>f >a&ir 
*F3-efcBffl(C/W:/y K-vl&#_h»fc«SfltiU ftWtt»«^W**T?m*L- 
fchB S S P5%l<timB S S P 5 &flH;fc, B L fcffi h B S S P 5 

L<«mB SS P ^n-^mft&ftffi-rs^isfe^^&n*. 

[0 04 4] 

ihBSSP 5tKSmB S S P 5 ^ J V □ -^-;i/$i^©^S(Ii3 &T$Z U - 

at 7$;^f'Jx £^Onufc®MjM*&ifc 

&i?T*%Z*<Dte<b&¥<D£t)temm$:m^T : b&\,\ Mz.lt. 1-2 0%, # 
£U<&1 0~2 0 o/o&^ftt'JlikmZi&tiR PM I igifiu 1~1 0%tf>#^j,«gjfii 

t'tS. L< &&J3 71CT&5„ ig#B£fS«:, j1^5H~3M 

ra* u<«i 3HRi~2ara-e*><& 0 a«5%R»^T-efT*>ti* 
c /w ^y K--7«#_h»©^n*flirtt % ±te©&joM#(z>#i;h b s s P5ti< 
«mB s s p sifi{bffi<Dm%.}immzvTWfcT*&z> 0 -r&t>t>, mfefimuL 
T{i7W^;r>yt>f (ria) mmft&mfe& (elisa)& f 

T*£5#, J£*TtC^-f ^fcE L I S Amtfftt 

[0 0 4 5] 
ELI S A&lCi:£;** y-->^7* 
ft&tiimi:mm<DWtfET'MmLfc*yA9nZE LI S A^U- 

©^©tcissfefti-«. &tc, ##*»i»*S:i»±'r«@»-e, bsa, msa, 

OVA, KLH, -fe*^^>*L<{iX^rA$;i/^^$:#^x;i/lC@^>fl:-r -5c 3 

2 2 mtl^^ 11-3089684 
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[0 04 6] 

no z. ti)*T*&. Afamz\tmU<Di5m7?uwh^zmik*m^&v x;v&3t 

- £ #3§R L T mm -T £ PS##?ir${S£^ & m V * £ i: M V IC <fc S * 

□ >f =*> 6fcif©*Hte#fcB^fc»2lliLTfc&V\, ^COflfL F A C S <fc tJ? S> > 

^;i/-fe;i/v^^i^-^3 >i£5:;sv*T*n-:=. >^f5z:i:^T'ts„ * n-> 

»]S#*SH^fflV*T:**#*fc#?^ m}®<Dl&®ftX*f&mir2> (J. Immunol 
. Meth., 53, 313, 1982) ZlillCiU, =E;^n-t;i/il$:l:#Slt^t*§S 
„ ^^^nrt-e^SrffeJ^'irli, 0-2 0%OFCSl:ttfW«iM«! ( 
IMDM, DMEM. RPMI 1 6 4 0 £ J: tfMEMSO SrE^TfT? ZL £&T*£Z> B W}%S<D& 

[0 04 7] 

^fgtmcfcS^/ * h B S S P 5 =fc U< temB S S P 5 

2 3 Sb5E# ¥ 1 1-3089684 
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se^j©^*^, mm-tz>'p&< £ : &3& i ±<DT$ ;mm.m. iit<ii7~2o 

may^^b-^Z^-rnnfrftT^Z. t£oT> IE3«^2;i3<kt>*4<Z>V^4xfr 

smmmtw^^-??- Fizz-oxmrnztiz^vb-^zmm^-z^ 

J VU-±)\,%ifo\%. *3%miZl3VZ> h B S S P 5 tiKttmB S S P 5#M69 

or«^#$nfcr^ jmmmzm^iz. bssp 5 77^ u-tc^cD^tr > 

[0 0 4 8] 

ihBSSP 5Jfc|j:mBS S P 5 ^ J V U -:^*a#:<D#{il«Sm. Mm® 

^ u-i-;vmi^<D^mmmtmmiz^vu^v ^(D^mmmmiz^x^ 

«^23dfr££. «S^«fc«^ (m«DEAE) KJ: 

£>M#&, «a^i56. iI^@ffiifc{iynr>f>A*l<|j: 
^"n^-f ^G^^-S^micj: *JJift©*^SI{t, ^lir£»$i£-frT£itt£ 

^/&^m<fcffi<a©T£R&Jt-f S gift"?, MAtf t: h M7;i'^5 > £ 0 . 0 5 — 

b-jv^ommttctei&fc-rb v ?^<D&MzmMisX%&\,^ i gM^® 

[0 0 4 9] 

2 4 11-3089684 
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TLi&Vi/ikmTfrzfs. u >fnzfV ^=£2/7— >^£ffi4ifc-e/N 

y^>llC*fU j^JO. 1-2 0, #£L<fcU$l~5CDi!l^T-#y^y 
<Dlffi&M*:m^Z> Z.£tf-Z%Z>t>K sfJVtJVTJV^li K^jtJ^stfSM ^ h\ 7U 

ic^ne^^-svMifi^ #3wmi:^tc«#sti*. n&izmisTffiftm&m* 
-^lt*^v> 0 jiS2~6M#ic i m-To, tt^3~ i omnmnt>fr 

±!BJiii»(t»©«t#flicD8B3fei:n«iK:bTarfe-c%s. sKu ^n-^mtt 

[0 0 5 0] 

h B S S P 5 *l<ttmB S S P 5 £ fclZ^omftlZtt-? & J tU—f-frifi 
tt&£>tf{CJi<y ^ n--^-;i/^li, h B S S P 5t,L<limB SSP5 £#§3ib 

ifLibZim^T. ##gi?!<Z>hB S S P 5%L<limB S S P 5 * fc\Z*:<D%\R H<D 
#L&m$lte1&&lzm^%. hBSSP5%K(imBSSP 5 $ fcte^CDWift £ 

i»I/£-rscii:#T^£ 0 Iflc^icii, zn^oifLftzm^ThB S S P 5=foU< 

2 5 ffi$E#¥ 11-3089684 
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(imB S S P 5 t ttif ffl^^IStS^i UTit ^fBttjHflctC 
^^fc^tt^liftm&ttcj: (JhBSSP 5=foL<«mB S S P 5 

99ftit hBSSP5%L< l±m B S S P 5 hBSSP5tb<ii 
mB s S P 5*fett-e©Wr^r€:«t*i:«^&9K:fiiSS*, ffi#i:&j£Lfc*»jfi 
Bi*e>*ft>f>0hB S S P5tL<ttmB S S P 5 

^S^^LttftcfChB S S P 5tl<iimB S S P 5 * £ 

iWfcl-s tf&ti*. 

[0 0 5 1] 

K-f y^SctCfc* h BSSP5%t<iimBSSP 5 * fett-e©Wf>i©ai 
JgJCfcV^Ttt, h B S S P 5 =kL<temB S S P 5 £t=.te* 

mta LX mfeitffift- hBSSP5t)l<ttmBSSP5 WS&itlfcft 
«2^5 t y^«6 : bb<ttBl3£fl:trtfr, «Mfii#feJ:tfhB S S P 5=foL<«m 

b s s p 5&fc\*^<DmK*mmzm&-i-€> 1 x j ry7mtzzzm^&z.infii* 

[0 0 5 2] 
[0 0 5 3] 

2 6 ffifI4$¥ 1 1-3089684 
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l/>f^Fa£, l -rc^;i/- 3 - (3 -^*^;i/7$ 7 7°u¥;i,) *;i//K^>f^K 
&^&£f£MVA£;ft;i/7K^-f ^ FSjtfagtf fcft*. -eaHBu -7l/>f^ hX>^>f 
;i/-N-t Vu^i/W */— ^ Kocx^;i/^ N— 9-* 3 - (2-fc? 

[0 0 5 4] 

*8**MC£bTtt, Mi, »3fc%K, i*t*tt^«£ j:t>^M* i^- 

:/F*#IB** - 5 -*^n>f F>f y*^-iz\ a-^*U-feo 

-;i/*^7x-hftKn^t-t*, hu^-^t>x7i-h>fy^7-t*, H 

5?^l^T--fe\ 7 1/7-t\ ##^-if, 6 -*X7x- F^H F 

, n — ^ 7-f □xyh'Jx 7jnt/T — 7n7-f3i/7"x 

¥tfe>*i, mf*4»M£LT& 125 I, 127 I. 131 1 % 14 C. 3 H, 32 P. 35 S^ 

$>nii#{ci$s^$ti3&VN 0 $e>ic, ^flcict^-^:/, i?ihD7iiM try f 

[0 0 5 5] 

2 7 1 1-3089684 
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TH 2 0 2 5:ffiK ^ltlT2, 2* -TS>V-^- [3-ifM>Xf7 

yy >x;i//fc>®E] t^^e-^a^ (abts) % 5 -r $ ; w^;vm. *JU 

h7i-I/>i/"7^X 4 J T>^tT U >, 3, 3' , 5, 5* -rh7 
^lilfi:bT7;i/tl/t-f>-i/- ( 0 — D —iS^ 9 h tr^ ^ i> K) , 4- 
[0 0 5 6] 

Mtltlt N, N' — h^aini/>^vL/vf ^ 4- (N-?b 

K^-fr^ift • n-;***/>^ ^ Kx^f^ 4, 4' -s^a-try 

. *n^n©**M©ttRK:jCCTeE»©*iSK:tS6oTffiLtf J:v^ B ^ 
£LT&. ^-£IC J:oTtt. -fCD?^* >K M^.iiFab' , Fab, F ( 
ab' ) 2£Jg^£ 0 ;K y ? □ ^ J V U —)~)]/#cmz-frfrt> 

wfeftmz. itm. skm. m.m* mmm. hBss 

P 5tl<limBS S P 5 it 1t\**<Dm ft &&ti&tt&&\,H* 
[0 0 5 7] 

2 8 aj§E#s£ 11-3089684 
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£ y 1/ ^ n tefr *>?£tt§? # > ;\° * £ £ t £ m o . 

[0 0 5 8] 

BE^J#-^2lC^T^ym@B?'Jte7^/^2 3 1 <@fr h B S SP 5 mm 

£Ttt£££jR6 9 3M*^^S 0 &mm%t>ah BSS P 5©JE&I&S!#:y,r?#SC<£> 

[0 0 5 9] 

9 2 #3§iE#£&mB S S P 5 (Df&mM* >rtV %<n~7 ^ J WMM 

SB^!I##4©T^ 3 3 l li^u^ngp^fe^VNii^ngp^T^ U 

, 7$ ;t#f-3 3—2 3 HC^i-T^ JWmm*. mBSSP5^>;^I 

[0 0 6 0] 

human brain cDNA library (Clontecfcft) fc^gtCLT, Z?'? >f V-gB^J 1 
; GTG CTC ACN GCN GCB CAY TG. 2 ; CCV CTR WSD CCN CCN GGC GAtC^f i=r U > 

^n^r--fe*ic^®©T^ 7 Ktc^jS-tSffiMB^l©^^ ^- fcffi^fc P c R 
8sT»* □-■=!:/ iT&ffofc. -ttefr^mmtt /il, 10XExTaqA>y77 
-£5#K dNTP£5/*l, ±IB^7>f7-^ 1 0 p mo 1, ExTaq 
(TAKARA*±§g) £ 0 . 5/il *Dx.^ffi7KT^45: 5 0/nlilL/, 9 4 TC, 0. 5 
3\ 5 5t), 0. 5£\ 721C, l^<Z)-9--T^;i/T*3 5EIP CRSr^fofco 

2 9 ffll£#¥ 1 1-3089684 
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PCRitllTOPO TA?D-->^7 h(Invitrogeii*±)8stf<Z) p CR 
I I -TOPO^^ * gfit'5«fiLfe. ^CD^maaUtC^r-; 
h^#©^HTop 10fCJg«*K»U LB (Amp+) Mc*V\fc 

ABI*±) ^ffl^T1?--r^;i/S/-^^:>^^Ci:^>ig«i5^J<Z)^$:^ofco 
n->(Z>@2#f£G e n B a n k TfflEftt&W^ jfe&J-e&ofc^ 
, B S S P 5*£^-lCo^T 5' RACE, 3' RACEffitCj: »J cDNA^g 
±8B»i:HD<«[SBe^l©^Sffo3fe: 0 BSSP5^n-> 
#MW^7-f "e-Srf^S^L/, human brain Marathon-Ready cDNA (Clontechft) £ 
fflV^T^OttliJCf^M-rSAP 1 ^7^Y-t G S P 1 4°C, 2 

7>£ 1 if^f 9 4TC, 3 0#, 6 0TC, 3 0^ 721C, 30#S:35^ 

^mPCR^ofc. 7£tC, r©PCRltl:l/l 0 OfCMLfetOl: 
5/iK ipxAy77-S:5/il, dNTP£5yttl, 10aiM©GSP2^ 
5^V- l:10pmol, AP2^>f7-S:10pmol, ExTaqH. 
b=L-v h, i^BTfcT^**: 5 fttiiCPCRHfofe. 3GDP 

CRjg%£±IBTOPO T A * D ?*3p y h £/B V^T ? d --> V U i/ 

LT c DN A^:*$:itjgT^S«k •9^J^T^^-r^ , ^>f "7- 5:^1/, human M 
arathon ready brain cDNA£^M£ LTPCR£?f V^I^F — ? □ — >7?3d5 3 £; £tfg 
SU ;tl5:TOPO TA^n-^>^^py M:^#©pCRI I-TOPO 
n -^.^u ^®cDNA^n->^Aof^7^^ KpCR 

I I/hBSS P5 |hI8I&CGSP1, G S P 2 & mouse brain Marathon 

-Ready cDNA (Clontechft) £^^tC 5' RACE, 3' RACE&£?fV^ 
9 D-->^UTv^XCZ>*BI^'t£©&-5atfc^-p CR I I/mBSSP5 

o 

[0 0 6 1] 

3 0 a}IE#¥ 1 1-3089684 
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human BSSP5 hBSSP5Fl Forward TGCCACGATGTTGCTGCTCA 

hBSSP5F2 Forward ATTGTCAACGGGGAGAATGC mature 
hBSSP5Rl/E Reverse GGAATTCGGGTCTTTAATGGGTTGAGC 

mouse BSSP5 mBSSP5Fl Forward ACCATGAACAATGACCTGAC RACE 
mBSSP5F2 Forward GAATCAGTGTCGGCAGT RACE 
mBSSP5F3 Forward GACCATCTCAACACCATTCC 
mBSSP5Fmature Forward ATTGTCAACGGGGAGAATGC mature 
mBSSP5.1 Reverse ATGGCATCGGTAATGCGTGC RACE 
mBSSP5R2 Reverse CAGGTGTTTCCCTTCTGGCA RACE 
mBSSP5R3/E Reverse GGAATTCGGACAGTTTAGTTGTAGGCC 
[0 0 6 2] 

MMMZ hBSSP5IL< limB S S P 5*fr£^-(Dfc: h j3£Z$^VxM%5 

B a 1 b/c V^^fe^>V\l±-?-(DjB&i^©#Slii^^^>, QuickPrep Micro mRNA 
purification Kit (Amersham-Pharmacia)(D'^n h n,fl/lCt£v\ mRNA^r^-if 

J Jl*-* p CR I I/mB S SP 5 i»JmB'S S P 5 GDf£Uflc£ =i - h^TS 
BftZ&M • mmV. a- 32 P d C T PT'f ilfe^D-yi: 5 X S S CT'# 
ffllsfc&CDtl^ 6 5 TCt- &&K&&1±fco HAltC, human multiple tissue bl 
ot (Clontech*±g!)$££ p CR I I/hBSSP5 (D^Mti^^Zl— K*f"€>§P^$: 

mm-mmv. a - 32 p dCTPT«i^n-^^5xssct^i^ 

=fc©£, 6 5XlT*—M:&fcfoZ-&fc B ^<D&. 7^l/^-?:2XSSC/0. 1 
%SDST'ii§3 0m 1XSSC/0. l%SDST*IS3 0m 0. 1 
XSSC/0. 1 %SD ST* 6 51C3 0#figT?2[Si$fcV\ FLA 2 0 0 0 M>f 

(^±7>f ;i/A*fc) KlBg^-fr. ^Lfco human mult 
iple tissue blot (Clontech*±§g)Jg|£:M^£ii£l|l (01) £ J: t>*£^ 3 >>r £ <Z> 

fBTffMggl/fcniRN AfcReady To Go RT-PCR Beads(Amersham-Pharmacia) v\ 
T3f y h^#©^n hzi-;i/3iUKh B S S P 5 fcit^mB S S P 5 JCo^TjI 

3 1 ffiliE#¥ 11-3089684 
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-»f> - -fu y hMffiom^. hBSSP5lWe^^U mBSSP5& 
WRTf^^Sft&nfe. RT-PCRjlM^ h B S S P 5 



[0 0 6 3] 

H*&M3 hB SSP5t)L<ttmBS S P 51^3 - KtSflt 'J > 

(i) mm-f^xs. \?<DMm 

Zf^^K KpCRI I/hBSSP5tfcttpCRI I/mBSSP5^f>y 
V- MC hB S S P 5 #>/1#St£fc&mB S S P 5 # > 
/^S&n-KtS c DNAfl^^PCR^JCSlCTitifigbfe. I0PCR|i5: 
tip Tr c— Hi sB (Invitrogen) £ B a mH I Vf&ittit* ~?2/>f\Z— > 

H5 a £7£SOEgS£-t!\ £C£nn--£PCR^CTj§¥ffiLTSlft£t-£izy 



>^Qf7-t*»7^^ KpTrcHi s/hB SSP5SJ:^pTr cH 
i s /mB S S P 5 Sr^tf *J9i® fc^fc, 

#e>tXfe^J®^tt. -^tl^tlE. coli pTrcHis/hBSSP5 
fciO'E. coli pTrcHis/mBSSP5^U 1 9 9 8^10 
M 2 9 Hi: gft##FREM P - 1 7 0 3 8 J: F R E M P-170 

[0 0 6 4] 

(2) mm? 1 ?*^ F*&t}*mmT*<D*yrt?9&m 

K §: jlo^JliO > 3 n - - 5: 10ml©LB (Amp + 
) *gtf6Klg£ttU — ms 7TC -e^#Lfc„ m^25Oml0LB (Amp + 
) t&mzmmV. 37 t T*ig#L£o 6 0 0nm©»0. 5lC&ofcB£ 
. 250 vti 1 (DO. 1M IPTG W -D (-) ^UriS^^ 



3 2 
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I/ty77- (1 0mM>J>||Ay7 7- pH7. 5. ImM EDTA)T* 

»»u *±"em : g®i® : mzftoz.£T**Bmzffimi>. 14, ooor Pm , 

4tt2 0^MLT^$:f^ I®»?:0. 5% Triton X- 
10 0 *^timfom.mrtv7T-^2m.m&l>. Triton X-100&I& 
U Bi?<fe«)iC*gfeb^^{C8 M ©JR3St&-£t?3EttAy 77- (8M Urea. 
5 0mM Tris pH8. 5. 2 O.mM 2ME) t'3 7t t'HM 
tSIilt^ilL 30^i?ai$:TALON metal affinity 
resin (C 1 o n t e c YiftM) iCiiU 1 OmM^f^y-^f^tt 
A-y7 7-Wt, 1 0 0 mM'f 7 7- tMU ffi 

iSLfe 0 I0ffl»PBSt-l|fet{cAy7 7-^b)5:A^3 BfigiSflfb 
, ^>;^fhBSSP5-Hi s feitXmB SSP5-Hi s 
[0 0 6 5] 

^*«4 BSSP5 atte^tfn- K-rsSf^-fey >^D^7-i?^# 
jt© pFBTrypSi gTag/hBSSP5 &#V*fcS83i 
(1) pFBTrypSigTag/hBSSP5 

IMf 5i:6?:7--;i/$ittNhe ItB amH lMffcUfe77^> h 
&Nhe I-Ba mHIifblfcp SecTag2A (Invitrogenftlg) A 
L, pSe cTrypHi s ilfc, 5/tg©pSe cTr y pHi s^^- 
lCtLT2Offe0BamHI?:M, 3 7 TC "C 4 mrHfrW" TflJWi b fc^, 6# 
&©v>^lf->:5t* 1/7-1? (SIS3i) fcitlitTSifi (2 5 1C) «e 3 0 #RT£ 
J&$1*T5fc3g£^?fffcL£: 0 Jg*C, 2 0#&©Xho It^D-->m 
3' #H$:^a®Tbfe#, 1 bacterial alkaline phosphatase (Sr@3t) £j&D 

*T 6 5tT'3 0#MJ&L£c 
[0 0 6 6] 

#i¥9 - 1 4 7 9 0 SfeiiB i o c h i m. Biophys.Acta, 1 
3 5 0, 1 1, 1 9 9 7Klf2«$*lTVN£7j&lcfp£T> C O L O 2 0 1 HMg J; 
'JmRNAMU cDNA^U P S P O RT/ia- □ □ - 

->yL7to pSPORT/-a-ni/>J:*J, B2#I#-Jf7fcJ:tf8 &J§V>TP 

3 3 ffiSE#^ 1 1-3089684 
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CR*ft\,\ ^a- n J/>»ttSffi«© c DN A&fffe, r®PCRlt03' 
H0XhoIt>fh5:lOunit©XholT% 3 71C, 3 B^f^fS^-frS 3 
tlZX tJ^J^Tb^o ItltpSecTrypHis^TAKARA *7^>f-V 
aylfyh Sr^V^T^AU pSecTrypHi s /^a-Di/>l:#fe (0 
3) . 

[0 0 6 7] 

S!M#9Ml OlCitJpSecTrypHi s /-=L-Ut/y<D h V 

^ K*«C*aBJC< * J: ^JCifMB-rs. ZL*l£ P S e c T a g 2 AON he ItH 
i n d Mc^fAL^^^^ KpTrypSig feffKlfc. p T r y p 

His <DH is T a gflg«&-£*ffc 2 0 0 b p £@e?U#-S§- 1 O&tf 1 1 }C 
.fcoTifipIU HindlllfcBamHICiSjgft'eiCfeHi s Tagi: 



gP&£T*S:I2?!J#-i§-8 tl2 &JSV*jfc:PCRtCj:oTtf3KLfc c DNAfcBglll 
^BamHlM'fkJCjioT-WymL, pFastBACl ©BamHI-^^r MCff Abfc. 
#A#fcJ&BI#l##8 tl3 &Mv*fc PCRJC«fcoTflfcS8U polyhedrons 
-^-ICiotg? • SII?2*l£#ftlC*f A£*lfc* u-->&m$lL. p F BT 
rypSigTagi: Lfc. 
[0 0 6 9] 

5#g0pFBTrypSi gTa g K# # -iZft LT 2 0#^©Bam Hl&flU 
A, 3 7TCT*4 «rlS^WT«JWfL/fe|fe. 6 m&O ^> > 5? V l/7-1?S?B 
31) &fln*TM (2 51C) T* 3 0 ^ISISlSS«T*igS:^»ft Ufc. HlC, 2 
O^OEcoRIT^ D-^>^-b->T hCD3* <H!I£^$t L fcffe* 1 ©bacterial 
alkaline phosphatase (^?@jt) &Mt6 5rT*3 0$-fcJfcLf=. e 
[0 0 7 0] 

E. coli pTrcHis/hBSSP5 (^KtfFERM P-17 




pTrypSigTa g CD h U ^> S/^-;i/@e#Ijfre>n:>-r 



3 4 
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0 3 8) •frt>%hftZ> pTr cHi s/hBSSP5|fclj:pCRI I/hBS 
S P 5 «fc yj£i5£tCflEv*PCR&fTV\ hB S S P 5©SMI(© cDN AS:# 
fc 0 mt>tlf=. cDNAbFBTrypSigTa glC#AL p FBTrypS 
igTa g/hBS S P 5 (04 B) . ^<Z)Bg, i^*@H^J £ ~T Z> ZL £ 

ICJ: y, IEb< hBSSP 5#?f A£*lTV*£;fr£itiigb£:o 
[0 0 7 1] 

pFBTrypSigTag/hBSSP5 £Gibco BRL BAC-TO-BAC baculov 
irus expression system© >^n ot/^ 5 F D N AJilCTrypsinoge 

n signal peptide. His tag,&tfp:>^D 3^ -i£||!f»££ Lfc^r^ ^ h 
B S S P 6 £3f ofrfl^Sl*.^ ^ K&#§gl/fco 3*1&BAC-T0-BAC baculovirus 
expression system©^- ~=l TJl/lZ$£\,\ S f - 9 HHJB&-£3iSJ||£i±£: £ Z. -5>, ^7 J 
0 @ J; yJ»±»tfiK:#i&S*lfc. 
E. coli pTrcHi s/mBSSP5 (fK#^FERM P-17 
0 3 5) frhUhfrZ PTrcHi s/mB SSP5ifcttpCRI I /mB S 

5 P 5&JBV*T, -LffifcHSfclCp FBTrypSigTa g/mB S S P 5 

[0 0 7 2] 

i©«*_h«f*Jc»e>nfejfi«lit.lB;^*>^^3Bth B s S P 5$:^U- 
AlC®b»tSU ai#flfe, »3R«tt%:5M^bfe. * it. Jt» £ P B S Ay y 
T — fcJBV'vT^Fl/— h^7^A (Ni— NTA-Agarose, Qiagenft 

§2) cttu pbsic^#V-;i/ (fn^M^xm) &»#Lfc*«T?s»a&K: 

^mLfeo »e>*lfc>f ^*vr-;i/*ffl#lP8:, $e>lCPD-10#^A (Pha 
rmaciaftlg) Tf PB S/^y d<0-t*->:7;i/ 5 0 /i LICX 

>fn^ft-if (1U/1 mL, Invitrogenttl) 10/iLSr^ftJL 
, 0^iRlSS"frfe.. &tC#»&Jjfc£« (^^KW^m) &DM.SOC 

««?U 1M Tris-HCl, (pH8. 0)T'#^L£0. 2MSIM 

6 5 0> LflO*., SfclC, 3 7TCT?jRjSUfc D 1 BSNffllfctCfi&jEifcR 3 8 0 n 
S3t*fi4 6 0 nmi:fc^5, SMfflfC^CSAMC ( 7 - T y - 4 - ;* 

3 5 tfJSE45¥ 1 1-3089684 
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o- 



<110> Fuso Yakuhin Kogyo Kabushikigaisya 



<120> Novel serine protease BSSP5 
<130> 163446 



<160> 13 

<210> 1 
<211> 1040 
<212> DNA 
<213> human 



<220> 

<221> UNSURE 
<222> 97, 494, 502 
<223> n is a, t, c or g. 

<400> 1 

att gtc aac ggg gag aat gca gtg ttg ggc tec tgg ccc tgg cag gtg tec 51 
He Val Asn Gly Glu Asn Ala Val Leu Gly Ser Trp Pro Trp Gin Val Ser 

1 5 10 15 

ctg cag gac age age ggc ttc cac ttc tgc ggt ggt tct etc ate ngc cag 102 
Leu Gin Asp Ser Ser Gly Phe His Phe Cys Gly Gly Ser Leu He Xaa Gin 

20 25 30 

tec tgg gtg gtc act get gee cac tgc aat gtc age cct ggc cgc cat ttt 153 
Ser Trp Val Val Thr Ala Ala His Cys Asn Val Ser Pro Gly Arg His Phe 
35 40 45 50 

3 7 ftliE4# ¥ 1 1-3089684 
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gtt gtc ctg ggc gag tat gac cga tea tea aac gca gag ccc ttg cag gtt 204 
Val Val Leu Gly Glu Tyr Asp Arg Ser Ser Asn Ala Glu Pro Leu Gin Val 

55 60 65 

ctg tec gtc tct egg gee att aca cac cct age tgg aac tct ace ace atg 255 
Leu Ser Val Ser Arg Ala He Thr His Pro Ser Trp Asn Ser Thr Thr Met 
70 75 80 85 

aac aat gac gtg acg ctg ctg aag etc gec teg cca gec cag tac aca aca 306 
Asn Asn Asp Val Thr Leu Leu Lys Leu Ala Ser Pro Ala Gin Tyr Thr Thr 

90 95 100 

cgc ate teg cca gtt tgc ctg gca tec tea aac gag get ctg act gaa ggc 357 
Arg He Ser Pro Val Cys Leu Ala Ser Ser Asn Glu Ala Leu Thr Glu Gly 

105 110 115 

etc acg tgt gtc ace acc ggc tgg ggt cgc etc agt ggc gtg ggc aat gtg 408 
Leu Thr Cys Val Thr Thr Gly Trp Gly Arg Leu Ser Gly Val Gly Asn Val 
120 125 1 30 1 35 

aca cca gca cat ctg cag cag gtg get ttg ccc ctg gtc act gtg aat cag 459 
Thr Pro Ala His Leu Gin Gin Val Ala Leu Pro Leu Val Thr Val Asn Gin 

140 145 150 

tgc egg cag tac tgg gac tea agt ate act gac tnc atg ate ngt gca ggt 510 
Cys Arg Gin Tyr Trp Asp Ser Ser He Thr Asp Xaa Met He Xaa Ala Gly 
155 160 165 170 

ggc gca ggt gee tec teg tgc cag ggt gac tec gga ggc cct ctt gtc tgc 561 
Gly Ala Gly Ala Ser Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys 

175 180 185 

cag aag gga aac aca tgg gtg ctt att ggt att gtc tec tgg ggc acc aaa 612 
Gin Lys Gly Asn Thr Trp Val Leu He Gly lie Val Ser Trp Gly Thr Lys 

190 195 200 

aac tgc aat gtg cgc gca cct get gtg tat act cga gtt age aag ttc age 663 
Asn Cys Asn Val Arg Ala Pro Ala Val Tyr Thr Arg Val Ser Lys Phe Ser 

3 8 11-3089684 
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205 210 215 220 

acc tgg ate aac cag gtc ata gec tac aac tga gctcaccaca ggccctcccc 716 

Thr Trp He Asn Gin Val He Ala Tyr Asn 

225 230 
agctcaaccc atttaaagga cccaggccct gtcccatcat gcattcatgt ctgtcttcct 776 
ggctcaggag aaagaagagg ctgttgaggg tccgactccc tacttggact tctggcacag 836 
aaggggctga gtgactcctt gagtagcagt ggctcttcct agagtageca tgccgtggcc 896 
ggggccccca cccctcctcc agggcaaccc cttggtccta cagcaagaag ccagaactgt 956 
tggaatgaat ggcagccctc cttggagagg cagcctgttt actgaataca gaggatacgt 1016 
ttacaaaaaa aaaaaaaaaa aaaa 1040 
<210> 2 
<211> 231 
<212> PRT 
<213> human 



<220> 

<221> UNSURE 

<222> 33, 165, 168 

<223> Xaa is an amino acid. 



<400> 2 

He Val Asn Gly Glu Asn Ala Val Leu Gly Ser Trp Pro Trp Gin Val Ser 

15 10 15 

Leu Gin Asp Ser Ser Gly Phe His Phe Cys Gly Gly Ser Leu He Xaa Gin 

20 25 30 

Ser Trp Val Val Thr Ala Ala His Cys Asn Val Ser Pro Gly Arg His Phe 
35 40 45 50 

Val Val Leu Gly Glu Tyr Asp Arg Ser Ser Asn Ala Glu Pro Leu Gin Val 
55 60 65 

3 9 HilE#¥ 11-3089684 
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Leu Ser Val Ser Arg Ala He Thr His Pro Ser Trp Asn Ser Thr Thr Met 
70 75 80 85 

Asn Asn Asp Val Thr Leu Leu Lys Leu Ala Ser Pro Ala Gin Tyr Thr Thr 

90 95 100 

Arg He Ser Pro Val Cys Leu Ala Ser Ser Asn Glu Ala Leu Thr Glu Gly 

105 110 115 

Leu Thr Cys Val Thr Thr Gly Trp Gly Arg Leu Ser Gly Val Gly Asn Val 
120 125 130 135 

Thr Pro Ala His Leu Gin Gin Val Ala Leu Pro Leu Val Thr Val Asn Gin 

140 145 150 

Cys Arg Gin Tyr Trp Asp Ser Ser He Thr Asp Xaa Met He Xaa Ala Gly 
155 160 165 170 

Gly Ala Gly Ala Ser Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys 

175 180 185 

Gin Lys Gly Asn Thr Trp Val Leu He Gly He Val Ser Trp Gly Thr Lys 

190 195 200 

Asn Cys Asn Val Arg Ala Pro Ala Val Tyr Thr Arg Val Ser Lys Phe Ser 
205 210 215 220 

Thr Trp He Asn Gin Val He Ala Tyr Asn 
225 230 

<210> 3 
<211> 834 
<212> DNA 
<213> mouse 

<400> 3 

gaccatctca acaccattcc ttatttgtca ca atg eta ctg etc age eta acc ctt 56 

Met Leu Leu Leu Ser Leu Thr Leu 
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-30 

age ctg gtc etc ctt ggc tec tec tgg ggc tgt ggt gtt cct gee ate acg 107 
Ser Leu Val Leu Leu Gly Ser Ser Trp Gly Cys Gly Val Pro Ala He Thr 
-25 -20 -15 -10 

cct gca ctg age tac aat cag aga att gtc aac ggg gag aat gca gtg cca 158 
Pro Ala Leu Ser Tyr Asn Gin Arg He Val Asn Gly Glu Asn Ala Val Pro 

-5 -11 5 

ggc tec tgg ccc tgg cag gtg tct etc cag gat aac acc ggc ttc cac ttc 209 
Gly Ser Trp Pro Trp Gin Val Ser Leu Gin Asp Asn Thr Gly Phe His Phe 

10 15 20 25 

tgc ggt ggt tct etc ate agt ccg aac tgg gtg gtc acg get gec cac tgc 260 
Cys Gly Gly Ser Leu He Ser Pro Asn Trp Val Val Thr Ala Ala His Cys 

30 35 40 

caa gtc acg cct gga cgc cac ttt gtc gtt ttg gga gaa tat gac cga tct 311 
Gin Val Thr Pro Gly Arg His Phe Val Val Leu Gly Glu Tyr Asp Arg Ser 
45 50 55 60 

tec aat get gaa cct gtg cag gtc etc teg ate gca agg gee ate aca cac 362 
Ser Asn Ala Glu Pro Val Gin Val Leu Ser He Ala Arg Ala lie Thr His 

65 70 75 

cct aac tgg aac gec aac acc atg aac aat gac ctg act etc ctg aag ctt 413 
Pro Asn Trp Asn Ala Asn Thr Met Asn Asn Asp Leu Thr Leu Leu Lys Leu 

80 85 90 

gec teg cca gee egg tac aca gca caa gtc tea cca gtc tgc ctg get tec 464 
Ala Ser Pro Ala Arg Tyr Thr Ala Gin Val Ser Pro Val Cys Leu Ala Ser 

95 100 105 110 

aca aac gag gca ctg cct teg ggg etc acc tgt gtc acc act ggc tgg ggc 515 
Thr Asn Glu Ala Leu Pro Ser Gly Leu Thr Cys Val Thr Thr Gly Trp Gly 

115 120 125 

cga ate agt ggt gtg ggc aat gtg aca cca get cgc ctg cag caa gtt gtt 566 

4 1 ffifflE4$ ¥ 11-3089684 
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Arg He Ser Gly Val Gly Asn Val Thr Pro Ala Arg Leu Gin Gin Val Val 
130 135 140 145 

eta ccc ctg gtc act gtg aat cag tgt egg cag tac tgg ggt gca cgc att 617 
Leu Pro Leu Val Thr Val Asn Gin Cys Arg Gin Tyr Trp Gly Ala Arg He 

150 155 160 

ace gat gec atg ata tgt gca ggt ggc tea ggc gee tec tea tgt cag ggt 668 
Thr Asp Ala Met He Cys Ala Gly Gly Ser Gly Ala Ser Ser Cys Gin Gly 

165 170 175 

gac tea gga ggc cct ctt gtc tgc cag aag gga aac acc tgg gtg ctt att 719 
Asp Ser Gly Gly Pro Leu Val Cys Gin Lys Gly Asn Thr Trp Val Leu He 
180 185 190 195 

ggg att gtc tec tgg ggc act aag aac tgc aac ata caa gca ccg gec atg 770 
Gly He Val Ser Trp Gly Thr Lys Asn Cys Asn He Gin Ala Pro Ala Met 

200 205 210 

tac act egg gtc age aag ttc agt acc tgg ate aac caa gtc atg gec tac 821 
Tyr Thr Arg Val Ser Lys Phe Ser Thr Trp He Asn Gin Val Met Ala Tyr 
215 220 225 230 

aac taaactgtcc 334 

Asn 

<210> 4 
<211> 264 
<212> PRT 
<213> mouse 

<400> 4 

Met Leu Leu Leu Ser Leu Thr Leu 

-30 

4 2 1 1-3089684 




#3* 10—347806 



Ser Leu Val Leu Leu Gly Ser Ser Trp Gly Cys Gly Val Pro Ala He Thr 
-25 -20 -15 -10 

Pro Ala Leu Ser Tyr Asn Gin Arg He Val Asn Gly Glu Asn Ala Val Pro 

-5 -11 5 

Gly Ser Trp Pro Trp Gin Val Ser Leu Gin Asp Asn Thr Gly Phe His Phe 

10 15 20 25 

Cys Gly Gly Ser Leu He Ser Pro Asn Trp Val Val Thr Ala Ala His Cys 

30 35 40 

Gin Val Thr Pro Gly Arg His Phe Val Val Leu Gly Glu Tyr Asp Arg Ser 
45 50 55 60 

Ser Asn Ala Glu Pro Val Gin Val Leu Ser He Ala Arg Ala He Thr His 

65 70 75 

Pro Asn Trp Asn Ala Asn Thr Met Asn Asn Asp Leu Thr Leu Leu Lys Leu 

80 85 90 

Ala Ser Pro Ala Arg Tyr Thr Ala Gin Val Ser Pro Val Cys Leu Ala Ser 

95 100 105 110 

Thr Asn Glu Ala Leu Pro Ser Gly Leu Thr Cys Val Thr Thr Gly Trp Gly 

115 120 125 

Arg He Ser Gly Val Gly Asn Val Thr Pro Ala Arg Leu Gin Gin Val Val 
130 135 140 145 

Leu Pro Leu Val Thr Val Asn Gin Cys Arg Gin Tyr Trp Gly Ala Arg He 

150 155 160 

Thr Asp Ala Met He Cys Ala Gly Gly Ser Gly Ala Ser Ser Cys Gin Gly 

165 170 175 

Asp Ser Gly Gly Pro Leu Val Cys Gin Lys Gly Asn Thr Trp Val Leu He 
180 185 190 195 

Gly He Val Ser Trp Gly Thr Lys Asn Cys Asn He Gin Ala Pro Ala Met 

200 205 210 

Tyr Thr Arg Val Ser Lys Phe Ser Thr Trp He Asn Gin Val Met Ala Tyr 

4 3 mSE4#¥ 11-3089684 
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215 220 225 230 

Asn 

<210> 5 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 5 

AAG CTT GGC TAG CAA CAC CAT GAA TCT ACT CCT GAT CCT TAC CTT TGT TGC 51 
TGC TGC TGT TGC TGC CCC CTT TGA CGA CGA TGA CAA GGA TCC GAA TTC 99 
<210> 6 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 6 

GAA TTC GGA TCC TTG TCA TCG TCG TCA AAG GGG GCA GCA ACA GCA GCA GCA 51 
ACA AAG GTA AGG ATC AGG AGT AGA TTC ATG GTG TTG CTA GCC AAG CTT 99 
<210> 7 
<211> 15 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 

4 4 ffifl#¥- 11-3089684 
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<400> 7 

TTG GTG CAT GGC GGA 
<210> 8 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 8 

TCC TCG AGA CTT GGC CTG AAT GGT TTT 
<210> 9 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 9 

GCG CTA GCA GAT CTC CAT GAA TCT ACT CCT GAT CC 
<210> 10 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 10 

4 5 



27 



35 
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TGA AGC TTG CCA TGG ACC AAC TTG TCA TC 
<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 11 

CCA AGC TTC ACC ATC ACC ATC ACC AT 
<210> 12 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 12 

GCA CAG TCG AGG CTG AT 
<210> 13 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Sequence of synthetic primer for amplification 
<400> 13 

CAA ATG TGG TAT GGC TG 

4 6 



26 



17 
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[01] human multiple tissue Motflg$:M \^t=.<D J if > y^n y h (3D^^ 
[02] V ^£>©mRN A / if > :/a y h ©3£JH 

[04] HilM4 0Mi:J:5^7^5 F©fm 
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[01] 



0® 



hBSSP-5 



if 
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imz] 



mBSSP-5 



28S- 
18S< 




m$E#^ 1 1 



-3089684 
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[03] 



Nhel 



Xhol 



1 


Trypsin signal : 


^human active neurosin j 




i(His)6| 



D000K 



myc epitope 
pSecTrypHis/neurosIn 



3 
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[04] 



Nhet 



Kindtll 




;igG>c leadeij 



MCS 



;(His)el 

myc epitope 



pSecTag2A 



MCSsV40po»yA 
. pFastBACl 



Nhel 



Nhet , Hindlll Bglll Hindlll BamH] 

» nmY DCOCK 



Kindtll 



Bglll 



Hindltl BamHI 



ojH ninain d 

C00OC DCOCK 
Hindltl BamH] 



myc epitope 
pTrypSig 



Hindlll BamHI 




Nhel 




DODCK 

Hindlll BamHI 



. ..... ... . . . . . ^ . ^ fr»>V^ 

oococ dcockA 

myc epitope 



pTrypStgTag 



DCOCK DCOCK 

SV40pc?yA 



pFBTrypSigTag 




EcoRI 



' BSSP 5 . 



sszzj 



Balll 



Hindlll 



EcoRI 



OCOOK 



s)6y BSSP 5 - 

OCOOK SV40poVA 



pFBTrypSigTag/ BSSP 5 
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mm] 

[Mi v^x^^tjft h©ifm-feu >ynf7-f (b s s p 5) *m 

#I£g&-t£>o B S S P 5 h7>X>>'x^-> 

*#fc:hlfr4^ B S S P 5lC;fchr£Jn;#, WLtt&itm^ &>B S S P 5© 
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«5t 7 

$ st SE 

: l 0 fS 1 3 7 3^ 

&Sl#J3 U : Tflc 10 ^ 10 29 H 

DCjSffittS FEB 



1 SS^SbOS^Tv; _ _ 


E. col i pTrcHi 9/mBSSPS 


FERM P- 1 7 03 5 


















mmiis w io^ i o b 29 Btcs^ufciflafje^^tssttSp 
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X«aflfK&#X^lie€^ti_ .... 



\mmm 
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§ It 



: 1 0 % 1 3 76f 

mm*n b : t« io * i o ji 29 a 



imstte pm tarn 




^59 



I 



t 4S*fr«*]/n^7F; — 


E. col i pTr cH i »/hBSSP5 


FEEM P- 1 7 03 8 
















— 


|§3rWt. 1 0 * 10/1 29 BK^Lfclffl<3lS£®££iM"*o 



1 
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[fta£A] 



000238201 

#»A 

100062144 

*K/&*6Rrfitt»*E« B 1T@3#7# iMPbf 

100081422 

^E^BRr^*3feE*B 1 T B 3 # 7 # IMPtf 
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i. mn*tfiB 
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